Recent guideline updates have suggested de-escalating DMARDs when patients with rheumatoid arthritis achieve remission or low disease activity. We aim to evaluate whether it is cost-effective to de-escalate the biological form of DMARDs (bDMARDs).
Results
Tapering or withdrawing bDMARD treatment resulted in ICERs of €526,254 (incr. costs -78,845, incr. QALYs -0.1498) or €216,879 (incr. costs -€121,691, incr. QALYs -0.5611) compared to standard care. Tapering followed by withdrawal resulted in a loss of 0.4354 QALYs and savings of €107,969 per patient, with an ICER of €247,987. Deterministic sensitivity analysis revealed that our results remained largely unaffected by parameter changes. Probabilistic sensitivity analysis suggests that tapering, withdrawal and tapering followed by withdrawal were dominant in 39.8%, 28.2% and 29.0% of 10,000 iterations.
Conclusion
Our findings suggest that de-escalating bDMARDs in patients with RA may result in high cost savings but also a decrease in quality of life compared to standard care. If decision PLOS ONE | https://doi.org/10.1371/journal.pone.0226754 January 2, 2020 1 / 17 a1111111111 a1111111111 a1111111111 a1111111111 a1111111111
Introduction
Rheumatoid Arthritis (RA) is one of the most prevalent chronic inflammatory diseases in North America and Europe [1] . In 2013, the prevalence of RA in Germany was an estimated 1.4% [2] . Treatment follows a treat-to-target approach, which aims for persistent clinical remission or at least low disease activity [3] . Pharmacological treatment consists of analgesics, nonsteroidal anti-inflammatory drugs (NSAIDs), glucocorticoids, conventional synthetic diseasemodifying antirheumatic drugs (csDMARDs), targeted synthetic DMARDs (tsDMARDs), biological DMARDs (bDMARDs), or combination of these. The number of patients treated with the highly effective bDMARDs has increased continuously in the US, Europe and Australia since their introduction in the early 2000s [4] . The share of RA patients treated with bDMARDs in Germany, for example, increased from 4.4% in 2002 [5] to 27.3% in 2014 [6] . Annual mean drug costs per RA patient more than doubled in Germany during this period [5] . In 2016, the 41.3 million defined daily doses of bDMARDs prescribed in Germany [7] accounted for more than two billion euros in health care expenditure.
Given the high cost of long-term bDMARD use, international treatment guidelines have recommended tapering bDMARDs and csDMARDs for patients with RA in stable remission or who have low disease activity [3, [8] [9] [10] . Although there is evidence from recent systematic literature reviews of promising clinical outcomes in patients who have de-escalated bDMARDs [11] [12] [13] , health-economic evaluations of de-escalation approaches are scarce. While previous research has shown that de-escalation approaches lead to substantial savings on the cost side, the impact on quality of life (QoL) is much less clear. On the one hand, Vanier et al. [14] and Tran-Duy et al. [15] identified a trade-off between costs and QoL from the French and from the Dutch perspective, respectively. On the other hand, Kobelt [16] found de-escalation to be dominant, i.e., de-escalation to increase QoL. However, all three studies used data from a single trial only (Vanier et In the present study, we focused on bDMARDs due to their high economic impact and modelled three approaches to their de-escalation: tapering (defined as an immediate 50% dose reduction), withdrawal (defined as an immediate 100% dose reduction) and tapering for at least six months followed by withdrawal.
In contrast to previous literature [14] [15] [16] , our analysis (a) considers three different approaches to de-escalating bDMARDs, (b) pools all available evidence from the literature and (c) applies a long-term perspective to capture variations in disease activity. Furthermore, we also generate evidence from the payer's perspective for Germany. To do so, we developed a Markov model with a time-horizon of 30 years and used random-effects pooling of clinical data for model parameter estimation. therapy comprising one bDMARD, one csDMARD and concomitant treatment with NSAIDs and glucocorticoids.
We used a cohort-based Markov model because this allowed us to capture recurring events in disease activity over a long time horizon. We included costs and quality-adjusted life years (QALYs) as outcomes and discounted these at 3%. We chose a cycle length of three months and a time horizon of 30 years (120 cycles), applying half-cycle correction. Our hypothetical starting cohort consists of 1,000 patients in the age of 45 years. Initial disease activity of RA is medium to high as guidelines suggest adding bDMARDs at this stage [3, 8] . For calculations we used the heemod package for R [17] and Microsoft Excel.
Model structure
We defined the Markov states in our model according to disease activity: clinical remission (REM), low disease activity (LDA), medium to high disease activity (M/HDA) and death. After each cycle, patients remained in their current state, entered a state with increased or decreased disease activity, or died ( Fig 1) .
Patients with persistent REM or LDA after 3 months (one cycle) continued to states for sustained remission (S_REM) or low disease activity (S_LDA). Patients with sustained or improved disease activity after six months (two cycles) entered the de-escalation states. Depending on the de-escalation strategy, patients either received a 50% reduced dose of bDMARDs (states: TP_REM, TP_LDA) or were completely withdrawn from bDMARDs immediately (states: WD_REM, WD_LDA). For the approach that involved dose reduction followed by withdrawal, patients had to remain stable in the tapering state for at least six months before entering the withdrawal state (states: S_TP_REM, S_TP_LDA). Model states depicting sustained disease activity rely on the same transition probabilities as their origin states. In cases where a patient's disease activity worsened under de-escalation, patients were transferred back to the LDA or M/HDA state and resumed bDMARDs treatment at the full dose. These patients were eligible for another round of de-escalation in the event that they subsequently achieved remission or low-disease activity for six months again. There was no restriction on the number of times patients could be transferred back to the LDA or M/HDA states and subsequently become eligible for another round of de-escalation. Lastly, in all of the states, all individuals were at risk of all-cause mortality.
Parametrization

Transition probabilities.
The transition probabilities in our model were estimated by applying random effects pooling [18] on 14 clinical studies [19] [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] [31] [32] identified in four systematic reviews [11] [12] [13] 33] , as well as eight additional studies [34] [35] [36] [37] [38] [39] [40] found in a literature search conducted in December 2017 using PubMed and Google Scholar to update the systematic reviews. To be included in our analysis, a study had to be a clinical trial or an observational study, measure disease activity using DAS28 based on erythrocyte sedimentation rate (ESR) or C-reactive protein (CRP), definition of remission as DAS28<2.6 or report results by severity (i.e. DAS8<2.6, DAS28<3.2) and involve pharmacological treatment comprising a combination of one csDMARD and one bDMARD administered in at least one of our settings. A detailed overview of our study pool can be found S2 Table. We took a three step approach to estimate transition probabilities. First, we categorized studies according to the baseline DAS28 of the underlying study populations (REM: DAS28 < 2.6, LDA: DAS28 < 3.2, M/HDA: DAS28 > 3.2).
Second, we extracted the number of patients per category after 3 months of follow-up. Where these were not available we used the number of patients of the closest follow-up period. Third, we transformed the number of patients per state to transition probabilities from state to state. We calculated transition probabilities per cycle by transforming the transition probability for each study to a constant rate and then further to a transition probability based on our cycle length [41] . We used the following formula to apply both transformations in one step
, where t denotes our cycle length of three months and s the study's duration in months.
We applied random effects pooling as a final step to estimate transition probabilities for each of the model states ( Table 1 , pooled estimate). By doing so we considered the studies' outcomes with respect to individual sample size, reducing the possible impact of biased study results. An overview of the used study populations, calculated transition probabilities as well as pooled estimates of transition probabilities are shown in Table 1 .
Mortality.
Data on mortality were based on WHO 2015 all-cause mortality for Germany. We allowed these to vary over time to reflect the ageing of the cohort. A weighted average of gender-specific all-cause mortality ensured a 3:1 ratio of female to male patients to reflect the gender distribution of RA patients in Germany [6] . We assumed a 2.34 times higher mortality risk for patients with moderate/severe RA compared to the general population based on findings for a German cohort [42] . 
Costs.
We considered two categories of direct costs: pharmaceutical and all other direct costs. Pharmaceutical costs consisted of the average costs to the payer of (a) one csDMARD, (b) one bDMARD and (c) concomitant treatment with one NSAID and one glucocorticoid.
First, we subtracted all discounts and co-payments from pharmacy retail prices for 2017. Second, we divided the calculated costs per package by the amount of milligrams per package. We considered prices for 17 bDMARDs, two csDMARDs, one glucocorticoid and two NSAIDs for the calculation. Third, to calculate the required dose in mg per cycle, we multiplied prices per mg by recommended doses from product information by the European Medicine Agency and recommendations from Smolen et al. [43] . We calculated average costs in each category per year as (a) €14,834 for bDMARDs, (b) €1,086 for csDMARDS and €45 for concomitant medication (for detailed information, see S1 Table) .
Other direct costs were taken from Huscher et al. [5] , who report average direct costs per disease activity state for patients with RA in Germany in 2011. Non-pharmaceutical costs in our study comprised those of hospitalization, rehabilitation, physician visits, joint replacement surgery, physiotherapy and imaging [5] . We inflated costs by 29.6% to reflect 2017 prices by incorporating growth of healthcare expenditure in Germany [44] . Depending on disease activity, quality-of-life values were 0.75, 0.71 and 0.60 for patients in any REM, any LDA or the M/HDA state, respectively. 
Sensitivity analyses
We addressed parameter uncertainty by conducting deterministic sensitivity analyses and a Monte Carlo simulation with 10,000 iterations. For the one-way deterministic sensitivity analysis, we varied all cost parameters by 45% based on findings by Fautrel et al. [45] for French patients under combination treatment with csDMARDs and bDMARDs. Upper and lower bounds for utilities were based on the reported 95% confidence intervals of Welsing et al. [44] , whereas bounds for the transition probabilities were the 95% confidence intervals from the random effects pooling. As upper and lower bounds for the discount rate, we used 6% and 0% (adjusted to 3 month cycle length).
For probabilistic sensitivity analysis, we conducted a Monte Carlo simulation with 10,000 iterations. We chose a gamma distribution for costs [45] , Dirichlet distribution for transition probabilities and beta distribution for quality of life [46] . Details of all parameters can be found in Table 2 .
To test structural assumptions and further assess heterogeneity in our results, we performed several scenario analyses. First, we implemented a utility decrement to consider the side-effects of bDMARDs since patients treated with these agents may have a lower quality of life than patients receiving csDMARDs only. After mapping SF-36 values from Gerhold et al. to EQ-5D [47, 48] , we calculated a decrement of 0.0567 for standard care (REM, LDA, M/HDA) and 0.0284 for tapering (TP_REM, TP_LDA). Second, because persistence rates in RA treatment vary widely [49] , we included scenarios where patients under standard care will withdraw bDMARDs on their own after two, three or five years of stable remission. Third, we restricted eligibility for de-escalation to one time only. Finally, we varied the time horizon of our model to five, 10, 20 and 40 years.
Results
Base case
After 120 cycles (i.e., 30 years), our base case model yielded negative incremental costs and negative incremental QALYs for all three de-escalation approaches compared to standard care. Incremental costs per patient were -€78,845 for tapering, -€121,691 for withdrawal and -€107,696 for dose reduction followed by withdrawal, while incremental QALYs were -0.1498, -0.5611 and-0.4354, respectively. The incremental cost-effectiveness ratios (ICERs)-i.e. the costs saved per QALY lost-were €526,254 for tapering, €216,879 for withdrawal, and €247,987 for dose reduction followed by withdrawal.
Sensitivity analyses
Our results remained largely unaffected by changes in parameters related to costs and quality of life (Fig 2) . Incremental QALYs were only sensitive to changes in transition probabilities under remission. An increase beyond 14.6% (base case: 7.9%) in the probability of moving from TP_REM to M/HDA shifted our results to being dominant for tapering. Reducing the efficacy of standard care by applying a higher probability of 9.1% (base case: 4.9%) for moving from REM to M/HDA also rendered tapering as the dominant strategy (Fig 2) . Pharmaceutical costs for bDMARDs are the most influential cost parameter for all three models. Application of the upper (lower) bound resulted in negative incremental costs of up to €179,002 when bDMARDs are withdrawn (€64,371). We further investigate the impact of setting the upper and lower bounds of bDMARD costs to the most extreme points of our chosen gamma 
Fig 2. Results of deterministic sensitivity analyses for incremental costs and quality-adjusted life years (QALYs).
https://doi.org/10.1371/journal.pone.0226754.g002
Cost-utility analysis of bDMARD de-escalation in patients with rheumatoid arthritis distribution (1%/99%-quantiles). Doing so results in negative incremental costs of up to €291,832 for the upper bound and €28,489 for the lower bound. In our Monte Carlo simulation, tapering, withdrawal, and dose reduction followed by withdrawal were the dominant strategy in 39.8%, 28.2% and 29% of 10,000 iterations, whereas deescalation was less costly but also less effective in 60.2%, 71.8% and 71% of 10,000 iterations, respectively (Fig 3, panel A-C) . The cost-effectiveness-acceptability-curve (CEAC, Fig 3, panel  D) shows the probability of a cost-effective outcome (i.e. ICER values smaller than willingnessto-pay (WTP)) for our model results. With model results being less costly and less effective the WTP resembles a requirement to save by the payer. The probability of being cost-effective decreases with increasing requirements to save per QALY lost.
Scenario and structural sensitivity analyses
When we applied a utility decrement for the side effects of bDMARDs, tapering became the dominant strategy (Table 3 ). For withdrawal and dose reduction followed by withdrawal, the savings generated per QALY lost were substantially increased. When we considered Cost-utility analysis of bDMARD de-escalation in patients with rheumatoid arthritis self-withdrawal after two, three or five years of stable remission, savings and the loss of QALYs associated with the three interventions compared to standard care were reduced. The ICER, however, remained similar to the base case. Restricting patients' eligibility for de-escalation to one time only resulted in a decrease in incremental costs saved, as well as a decrease in incremental QALYs lost.
Discussion
We conducted a cost-utility analysis from the payer's perspective for three different approaches to de-escalating bDMARD treatment in patients with RA: tapering, withdrawal, and tapering followed by withdrawal. The results of our model suggest that all three approaches lead to high cost savings but also a decrease in quality of life. The ICERs appeared to be very high, with €526,254 savings per QALY lost for tapering, €216,879 for withdrawal and €247,987 for tapering followed by withdrawal. Our results remained stable when we varied our input parameters, relaxed assumptions about adherence, or restricted the eligibility of patients for de-escalation to one time only.
To our knowledge, this is the first study to simultaneously (a) consider three different approaches to de-escalating bDMARDs, (b) pool all relevant available evidence on this subject and (c) apply a long-term perspective of 30 year from the payer's perspective. We dealt with the likely heterogeneity of results in published efficacy studies by pooling the available evidence. Our modelling approach can be transferred easily to different health systems by adapting the cost and utility parameters according to the individual system characteristics.
Overall, our results are in line with those of three recent studies [14] [15] [16] , which found that de-escalating bDMARDs was associated with high cost-savings but also a decrease or only a very slight increase in quality of life compared to continued treatment. Tran-Duy et al. [15] , found that savings of €7,133 were associated with a 0.022 loss in QALYs for a time horizon of one year when comparing withdrawal of bDMARDs with continued treatment in a Dutch population. While we found lower savings per year (€4,056) based on our 30-year time horizon, we found a similar loss in quality of life (0.0187). In a French cohort study with a time horizon of 18 months, tapering TNFi-type bDMARDs by means of a spacing strategy was also Cost-utility analysis of bDMARD de-escalation in patients with rheumatoid arthritis associated with saved costs (€8,440) and a loss in QALYs (0.158) [14] . The most similar approach to this in our model-i.e., tapering in the form of a 50% dose reduction followed by withdrawal compared to standard care-was associated with lower cost-savings (€3,225) per year, as well as fewer QALYs lost (0.0189). In a Swedish population, the dose-reduction strategy dominated continued full-dose treatment with etanercept with savings of €6,321 and QALYs gained of 0.010 over a 10 year time horizon [16] . We also identified savings from our tapering strategy after 10 years, though these were substantially higher (€33,395) and accompanied by a small loss of QALYs of 0.0560. The withdrawal approach in our model showed an ICER of €216,879 after 30 years. This is in contrast to a much higher ICER of €368,269 calculated by Tran-Duy et al. based on the results of the POET trial only, albeit using one-year time horizon and the societal perspective [15] . However, depending on the time horizon, Kobelt et al. found a higher ICER of €262,770 (2 years) and a lower ICER of €81,818 (10 years) when comparing continuous treatment with withdrawal from the societal perspective [16] . When we applied a utility decrement, tapering became the dominant strategy which is in line with results found for a Swedish population [16] . The difference between our ICERs and those in other studies [14] [15] [16] is likely driven by the different evidence used to model effectiveness: whereas the other three publications relied on the results of one or only a few RCTs, we considered the pooled results of 22 clinical studies.
To calculate cost-effectiveness, one would usually compare the ICER against WTP threshold for a QALY. Although there is no official threshold of this type in Germany, we can apply the thresholds suggested by the World Health Organization (WHO) [50] or WTP per QALY for Germany calculated by Ahlert et al. [51] . If judged against these, our results can be regarded as highly cost-effective. Judging against the WTP per QALY in Germany of €18,420 [51] we find a probability of being cost-effective of 98% for all three interventions. Applying the threshold of one to three times the GDP suggested by the WHO [50] shows 92%/74% for tapering, 90%/60% for withdrawal and 91%/62% for tapering followed by withdrawal (Fig 3,  panel D) .
However, the WTP for a positive outcome might not match the willingness to accept (WTA) a negative consequence [52] . For the healthcare sector, O'Brien et al. [52] found a WTA/WTP ratio of 1.9 for the introduction of a new drug, whereas Carthy et al. [53] reported a ratio of 6.9 when assessing the WTA/WTP ratio for a two-week hospital stay. If we consider a hypothetical scenario in which the most extreme WTP value calculated by Ahlert et al. [51] (€18,420) is multiplied by the WTA/WTP ratio of 6.9, our model results still suggest that there is a high probability that de-escalation is cost-effective (tapering: 73%, withdrawal: 58%, dose reduction followed by withdrawal: 60%).
Among the three de-escalation strategies we modelled, tapering achieved the highest savings per QALY lost. This would also meet recommendations by international guidelines to reduce drug dose when patients achieve sustained low disease activity [3, 8] . In addition, an immediate withdrawal of bDMARDs would be unlikely to gain acceptance due to risk aversion among patients and rheumatologists. Patients with RA have been found to be reluctant to change their treatment (e.g., to try a new drug, modify the dose of an existing treatment, or take a so-called drug holiday) and have expressed fears of losing disease control or experiencing flares and side effects [54] .
Our model has a number of important limitations. First, we did not distinguish between DAS28 calculated using ESR or CRP. Considering the Simplified or Clinical Disease Activity Index (SDAI/CDAI) might increase the clinical accuracy of our estimated transition probabilities. We still chose to include studies that used the DAS28 based on either biomarker because (a) there is a very high correlation of the DAS28 and the SDAI/CDAI scores [55] and (b) restricting these to SDAI/CDAI only would have substantially reduced the amount of evidence at hand for estimating the parameters of our model. Second, we had to combine medium and high disease activity into one state (M/HDA) because the underlying studies rarely reported the number of patients within these states. For the same reason, we chose a cut-off of DAS28 < 3.2 to identify LDA in clinical studies, following the classification of Schett et al. [11] .
Third, our models may underestimate direct costs (except pharmaceutical costs) because we rely on cost data from registries that, in turn, might be subject to underreporting. This is also true for costs arising from side-effects of concomitant treatments. However, because pharmaceutical costs in our model are four to ten times higher than other direct costs, any underestimation of the latter is very unlikely to jeopardize our results. In the same context, we may overestimate pharmaceutical costs for concomitant medication because we assumed that pharmaceutical costs are independent of disease activity. For example, glucocorticoids or NSAIDs should also be tapered quickly if symptoms have decreased in severity. Again, with costs of less than €0.01 per mg, the impact on our results is negligible.
Fourth, in the base case, we assumed that patients were compliant over the full model horizon of 30 years. While there is evidence that patients and rheumatologists are reluctant to alter their regimen due to the risk of losing disease control, persistence rates in Germany suggest that compliance in patients with RA is imperfect [49] . Regardless, model results were unaffected when we examined possible self-withdrawal of bDMARDs.
Lastly, we modelled dose reduction followed by withdrawal by combining results from studies on tapering with results from studies on immediate withdrawal because only one RCT with 27 patients examined a de-escalation approach consisting of dose reduction followed by withdrawal [21] . In the same context, we include results from RCTs that adjust both csDMARD and/or bDMARD dose in our study pool [21, 31] . Additionally, the term "tapering" often refers to a gradual decrease in dose or gradual increase in the spacing of injections, whereas we define it as an immediate 50% reduction in dose. However, modelling individual dosing patterns is beyond the scope of this analysis, and the included RCTs for tapering use the immediate 50% dose reduction only.
Conclusion
Our findings suggest that de-escalating bDMARDs through tapering (i.e., through an immediate 50% dose reduction), withdrawal, or tapering followed by withdrawal in patients with RA may lead to high cost savings compared with standard care. However, these savings are accompanied by a decrease in quality of life. If decision makers choose to implement de-escalation in daily practice, our results suggest following the tapering approach. In addition, tapering followed by withdrawal might be viable options for patients who want to change their treatment but have not yet done so for fear of losing disease control.
Although our study sheds light on whether de-escalating bDMARDs in patients with RA is a viable option from the payer's perspective, more research using data from clinical practice is necessary to validate our findings. 
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